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IL Claim 9, drawn to an immunoassay method, classified in class 436, subclass 528, 
for example. 

ill. Claim 10, drawn to an immunoassay method cormprising a polyclonal antibody 
response in an immunized animal, classified in class 436, subclass 74, for 
5 example. 

tV. Claim 11, drawn to an immunoassay method comprising a monoclonal antibody 
present in a hydridoma supernatant, classified in class 436, subclass 548, for 
example. 

V. Claims 12-15, drawn to an immunoassay method comprising a metal ion solution, 
10 classified in class 73, subclass 61 .42, for example. 

VI. Claims 16 and 18-19, drawn to an immunoassay method comprising an aqueous 
extract of a solid sample, classified in class 435, subclass 962. for example. 

VII. Claims 17-19, drawn to an immunoassay method comprising a water sample, 
classified in class 435, subclass 7.1, for example. 

15 VIIK Claims 20-21, drawn to a test Idt, classified in class 435, subclass 287.2, for 

example. 
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The restriction is respectfully traversed on the ground that the methods and compositions of 
claims 1-21 do not differ substantively in function, mode of operation or effect, and are therefore, 
not patentably distinct 

5 It has been asserted that Claims 1-8 ("Invention n arid Claim 9 f Invention 11'), Claim 10 
("Invention nr), Claim 11 ('Invention IV^, Claims 12-15 ("Invention V'), Claims 16 and 18-19 
("Invention vr), or Claims 17-19 ("Invention V/H") are related as product and process of use. 
Further, it has been asserted that the inventions are distinct, in that the product can be used in a 
materially different process of using that product. In the instant case, It Is asserted that Applicant's 

10 chelate-fiuorophore tracer composition can be used as a contrasting agent Applicant does not 
disclose or teach that his chelate-fluorophore tracer compositions can be used in the manner 
asserted nor is the undisclosed use inherent in Applicant's chelate-fluorophore tracer 
composition. It is known that utility as a contrasting agent is not an inherent or predictable 
property of an organometallic. Further, lengthy and arduous experimentation Is needed to show 

IS that an organometallic is useflil as a contrasting agent in that it has high stability, low toxicity, 
physiological tolerability, suitable pharmacokinetics, sui^ble biodlstributlon, and provides for 
positive imaging effect of an organ, tissue, or physiological feature, all of which are known to be 
characteristics and properties that are known to be required for a contrasting agent For example. 
In the absence of lengthy and arduous experimentation, it is not known nor can it be predicted 

20 whether an organometallic will exhibit toxicities such as release of a toxic free metal ion, such as 
iron, lead, or manganese; dissociatively release the poter>tially toxic organic iigand; or be 
converted physiologically to metabolites which are more toxic than the organometallic itself. 
Likewise, in the absence of lengthy and arduous experimentation, it is not known nor can it k>e 
predicted that an organometallic will exhibit the orientation, orbital placement, or electronic 

25 Interaction that is known to be required for utility as a contrasting agent In view of the foregoing, 
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Applicant respectfully submits that the assertion is ImprDper and requests tfiat tfie inventions be 
rejoined. 

It has t>een asserted that Claims 1-8 CInvention n and Claims 20-21 ("Invention Vlir) are related 
S as subcombination and combination. It has been asserted that Claims 20-21 are a combination 
because a chelating agent and biological binding agent have separate patentable utility as a 
chelation therapeutic. Applicant does not disclose or teach tfiat his chelate-fluorophore tracer 
compositions can be used In the manner asserted nor is the undisclosed use inherent in 
Applicants chelate-fluorophore tracer compositions. It is known that utility as a chelation 

10 therapeutic requires that the chelation therapeutic be able to bind an unchelated metal ion. 
Applicant's chelate-fluorophore tracer compositions are not capable of binding an unchelated 
metal Ion, since a metal "M" is already resident in, liganded to, and saturates all available 
chelation sites of the chelate-fluorophore tracer compositions of the present invention [page 18, 
lines 10-25, pages 19-25, and page 26, lines 1-15, and the general formulas disclosed in Figure 

15 1], and are not able, therefore, to bind another unchelated metal ion. Further, Applicant does not 
disclose or teach that his cheliate-fluorophore tracer compositions can be used as contrasting 
agents in the manner asserted, nor is the undisclosed use inherent in Applicant's chelate- 
fluorophore tracer composition, it is known thai utility as a contrasting agent is not an inherent or 
predictable property of an organometallic, and lengthy and arduous experimentation is needed to 

20 show that an organometallic has high stability, low toxicity, physiological tolerability, suitable 
phannnacokinetics, suitable biodistribution, and provides for positive imaging effect of an organ, 
tissue, or physiological feature, all of whidi are known to be characteristics and properties that 
are required for a contrasting agent. Applicant respectfully submits that the assertion is improper 
and requests that Inventions I and VIII be rejoined. 

25 
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It has been asserted that Claim 9 CInvention 11") and Claim 10 ("Invention IIH are patentabty 
distinct because they are not disclosed as capable of use together and have different modes of 
operation, different functions, or different effects. In the instant case it has been asserted that the 
different inventions have dHTerent modes of operation, In that Claim 9 requires an aqueous 
S solution thought to contain a biological binding agent and Claim 10 requires a polycfonal antibody 
response in an immunized animal and serum. It is known that the mode of operation of antibody 
agents is selective binding to. a hapten, and it is further known that antibodies of a polyclonal 
nature may be obtained from animals immunized with the hapten or their sera. Applicant has 
discovered a method for fluorescence polarization screening of macromoiecular biological binding 

10 agents that are present in the sera of immunized animals or In hybridoma supematants and may 
be reactive to target metaf chelates. Applicant's method Is useful to characterize and track the 
response of the macromoiecular biological binding antibody agents to target and norvtarget metal 
chelates for the purpose of Identifying desirable antibody anti-chelates of the present invention, 
wherein the desired antibody anti-chelates are selectively responsive, more responsive or most 

15 responsive to target metal chelates and are non-responsive to non-target metal chelates, and 
wherein the antibody anti-chelates of the present invention further comprise polydonal antibody 
anti-chelates [Section VI: page 26, lines 17-25, pages 27-30. and pagpe 31, lines 1-10; and 
Section Vll: page 31, lines 12-25, pages 32-34, and page 35, lines 1-15]. Applicant submits that 
his antibody anti-chelates and polyclonal antit>ody anti-chetates have tiie same mode of operation 

20 in that they bind selectively to target metal chelates. In view of the foregoing, Applicant 
respectfully requests rejoinder of inventions II and III. 

It has been asserted that Claim 9 C'Inventbn II") and Claim 11 ("Invention IV") are patentably 
distinct because they are not disclosed as capable orf usfe togeflier and have different modes of 
25 operation, different functions, or different effects. In the Instant case it has been asserted the 
different Inventions have different modes of operation in that Claim 9 requires an aqueous 
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solution thought to contain a biological binding agent and Claim 11 requires a monoclonal 
antibody in a hybridoma supernatant. It is known tiiat the mode of operation of antibody agents is 
selective binding to a hapten, and it Is further known that fusions discovered by nx)nitoring of the 
expression of polyctonal antibodies in an animal species or the stage and timing of expression of 
S poiydonal antibodies in an animal species may be used to produce monoclonal antibodies to the 
hapten. ApH'licant has discovered a method for fluorescence polarization screening of 
macromolecular bk^logical binding antibody agents that is useful to characterize and track the 
response of macromolecular biological binding antibody agents that may be reactive to target 
metal chelates for the purpose of identifying desirable macromolecular btological antibodies (i.e., 

10 Applicant's anti-chelates) that are selectively responsive, more responsive and most responsive 
to target metal chelates and non-responsive to non-target metal chelates, wherein the antibody 
anti-chelates further comprise monoclonal antibody anti-chelates |page 26, lines 17-25, pages 27- 
30, arKl page 31, lines 1-10; and Section Vll: page 31, lines 12-25, pages 32-34, and page 35, 
lines 1-15]. Applicant submits that his antibody anti-chelates and monoclonal antibody anti- 

15 chelates have the same mode of operation in that they bind selectively to target metal chelates. In 
view of the foregoing, Applicant respectfully requests rejoinder of Inventions II and IV. 

It has been asserted that Claim 9 ("Invention IH end Claims 12-15 ^invention AT) are patentably 
distinct in that they have different modes of operation and Claim 9 requires a norv-target chelate- 

20 fluorc>phQre trader composition, while Claims 12-15 require a metal ion solution. It is known ttiat 
the mode of operation of macromolecular biological binding antit>ody agents is selective binding 
to a hapten. Applicant has discovered antibody anti-chelates of the present invention ttiat are 
selectively respor^ive to target metal chelates and are non-responsive to non-target metal 
chelates In an aqueous so[utk>n containing both target metal chelates and non-target metal 

25 chelates [page 26, lines 17-25, pages 27-30, and page 31 , lines 1-10; and Section Vll: page 31, 
lines 12-25, pages 32-34, and page 35, lines 1-15]. Applicant respectfully submits that the mode 
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of opdration of inventions II and V is the same and Is selective binding of an antibody anti-clielate 
composition of liis invention to target metal ion chelates that are present in an aqueous solution 
containing both target metal ion chelates and non-target metal ion chelates. In view of the 
foregoing. Applicant respectfully requests rejoinder of inventions II and V. 

5 

It has been asserted that Claim 9 ("Invention \\y and Claims 16 and 18-19 ("Invention Vl*^ are 
patent^ly distinct in that they have different modes of operation and Claim 9 requires a non- 
target chelate-fluorophore tracer composition, while Claims 16 and 18-19 require an aqueous 
extract of a solid sample. It is known that the mode of operation of antilx)dy agents is selective 

10 binding to a hapten, and it Is further Icnown that antibodies of a polyclonal nature may be obtained 
from animals immunized with the hapten, and that fusions discovered by monitoring of the 
expression of polyclonal antibodies in an animal spedes or the stage and timing of expression of 
polyclonal antibodies in an animal species niay be used to produce monoclonal antibodies to the 
hapten. Applicant has discovered antibody anti-chelates that are selectively responsive to target 

15 metal chelate compositions of the present invenfidn and are non-responsive to non-target metal 
chelates tinat are present In an aqueous solutions containing both target metaf ion chelates and 
non-target metal ion chelates [page 26, lines 17-25, pages 27-30, and page 31, lines 1-10; and 
Section VII: page 31, ^ines 12-25, pages 32-34, and page 36, lines 1-15]. Applicant has furtiier 
disclosed thai an aqueous solution containing both target metal ion chelates and non-target metal 

20 (on chelates is prepared by exposing a solid sample to ^ water solution [Example 5, page 46, 
tines 13-25, page 47, and page 48, lines 1-17], Applicant respectfully submits that the mode of 
operation of both invention II and invention VI is the same and is selective binding of an antibody 
anti-chelate composition of his invention to a target metal chelate that is present in an aqueous 
solution containing botti target metal chelates and non-target metal chelates. In view of the 

25 foregoing, Applicant respectfully requests rejoinder of inventions 11 and VI. 
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It has been asserted that Claim 9 ("Invention 10 ^ncl Claims 17-19 ("Invention Vll") are patentably 
distinct in that they have different modes of operation and Claim 9 requires a non-target chelate- 
fiuorophore tracer composition, while Claims 17-19 require a water sample. It is known that the 
mode of operation of antibody agents is selective binding to a hapten, and it is further known that 
5 antibodies of a polyclonal nature may be obtained from animals Immunized with the hapten, and 
that fusions discovered by monitoring of the expression of polyclonal antibodies in an animal 
species or the stage and timing of expression of polyclonal antibodies in an animal species may 
be used to produce monoclonal antibodies to the hapten. Applicant has discovered antibody anti- 
chelates that are selectively responsive to target metal chelate compositions of the present 
10 invention and are non-responsive to non-target metal chelates that are present in vraXer solutions 
containing both target metal ion chelates and non-target metal ion chelates ^age 26, lines 17-25, 
pages 27-30, and page 31, lines 1-10; and Section Vll: page 31, lines 12-25, pages 32-34. and 
page 35, lines 1-15}. Applicant respectfully submits that the mode of operation of both invention II 
and inventk>n Vll is the same and is selective binding of an antibody anti-cheiate composition of 
IS his invention to a target metal chelate that is present in a water solution containing both target 
metal chelates and non-target metal chelates. In view of the foregoing, Applicant respectfully 
requests rejoinder of inventions II and Vll. 

It has been asserted that Claim 9 ("Invention II") and Claims 20-21 ("Invention VIH") are related as 
product and process of use. Similarly, it has been asserted that this same reiatiortship applies to 
Claim 10 ("Invention III") and Claims 20-2i ("Invention Vlll"), Claim 11 ("Invention IV^ and Qaims 
20-21 ("Invention Vlll"), Claims 12-15 CInvention V^ and Claims 20-21 ("Invention Vlin. Claims 
16, and ia-li9 ('Invention Vl") and Claims 20-21 ("Invention VIIO. and Claims 17-19 ("Invention 
Vir) and Claims 20-21 ("Invention Vlll*), in that the inventions embodied in Claims 9, 10, 11, 12- 
15, 16-18-19, or 17-19 (the product, respectively) can be used as a contrasting agent. Applicant 
does not disclose or teach that his chelate-fluorophore tracer compositions can be used in the 
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manner asserted nor is the undisclosed use inherent in Applicants chelate-fluorophore tracer 
composition, it is l<nown that utility as a contrasting agent is not an inherent or predictable 
property of an organometallic, and lengthy and arduous experimentation is needed to. show that 
an organometallic has high stability, low toxicity, physiological tolerability, suitable 

5 pharmacokinetics, suitable blodistribution, ahd provides for positive imaging effect of an organ, 
tissue, or physiologicar feature, all of which are characteristics and properties that are known to 
be required for a contrasting agent. For example, in the absence of lengthy and arduous 
experimentation, it is not known nor can It t>e predicted whether an organometallic will exhibit 
toxicities such as release of a toxic free metal ion, such as iron, lead, or mangariese; 

10 dissodatively release the potentially toxic organic iigand; or be converted physiologically to 
nr^tabolites which are more toxic than the organometallic itself. Likewise, in the absence of 
lengthy and arduous experimentation, it is not known nor can it be predicted that an 
organometallic will exhibit the orientation, orbital placement, or electronic interaction that is known 
to be required for utility as a contrasting agent In view of the foregoing. Applicant respectfully 

15 submits that tiie assertion is Improper and requests that inventions II and VIII be rejoined. 

It has been asserted that Claim 10 (^Invention iir) and Claim 11 ("Invention IV") are patentably 
distinct in that they have different modes of operation in that Claim 10 requires a polydonaf 
antibody response in an immunized ahiriial and serum, and Claim 11 requires a monoclonal 

20 antibody in a hybridoma supernatant. It is known that the mode of operation of antibody agents is 
selective binding to a hapten, and it is further known that antibodies of a polyclonal nature may be 
obtained from animals immunized with the hapten or their sera, and ttiat fusions discovered by 
monltorBig of the expression of polyclonal antit)cdies in an animal species or the stage and timing 
of expresston of polyclonal antibodies in an animal species may be used to produce monoclonal 

25 antibodlM to the hapten. Applicant has discovered a method for fluorescence polarization 
screening using target and non-target chelate-fluorophore compositions of the present invention 
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that is useful to characterize and track the response of macromolecular biological binding 
antibody agents that may be reactive to metal chelates for the purpose of identifying 
macromalecular biological ant&ody anti-cheiates of the present invention that are responsive, 
more responsive and most responsive tb target metal dielate-fluorophore tracer compositions 

5 and are non-responsive to non-tanget metal chelate-fluorbphore tracer compositions [page 26. 
lines 17*25, pages 27-30. and page 31, lines 1-10; and Section VII: page 31, lines 12-25, pages 
32-34. arKl page 35. lines 1-15]. Applicant has further disclosed that useful macromolecular 
biological binding antibody anti-chelates of his invention further comprise polyclonal 
macromolecxjiar biological binding antibodies that are selectively responsive to target metal 

10 cheiate-fluorophore tracer compositions (in other words, polyclonal antibodies that are anti- 
chelates of the present invention) and monoclonal macromolecular biological binding antibodies 
that are selectively responsive to target metal cheiate-fluorophore tracer compositions (i.e., 
monoclonal antit>odies that are anti-chelates of the present invention). In both instances, ^ 
Applicant submits that the mode of operation of inventions III and IV is the same and is selective 

IS binding of the antibody anti-chelates of the present invention to target metal chelates. In view of 
the foregoing. Applicant respectfully requests that inventions III and IV be rejoined. 

It has been asserted that Claim 10 ("Invention III") and Claims 12-15 ("Invention V^ are 
patentably distinct in that they have different modes of operation and Claim 10 requires a 

20 polyclonal antibody response In an immunized animal and semm and Claims 12-15 require a 
water sample. It is known that the mode of operation of antibody agentis is selec^ve binding to a 
hapten, and it is furtiier l^nown that antibodies of a polyclonal nature may be ot>tained from 
animals immunized with the hapten or tiieir sera. Applicant has discovered fluorescence 
polarization assay methods wherein the binding of macromolecular biological antibody anth 

25 chelates of the present invention that are selectively responsive, more responsive and most 
responsive to target metal chelates and non-responsive to non-target rrtetal chelates is useful for 
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the determination of target metal ions in water (£Ktueous) solution [page 26, lines 17-25, pages 
27r30, and page 31, lines 1-10; and Section VII: page 31, Dnes 12-25, pages 32-34, and page 35, 
lines 1-15]. In invention III Applicanf s method is used to identify and select polyclonal antibody 
anti-chelates of the present invention in an aqueous (water) solution and in invention V, 
S Applicant's method is used to determine target metal ion chelates in a water solution. In both 
instances, Applicant submits that the mode of operation of both inventions iil and V is the same 
and is selective binding of antibody anti-ch^lates of the present Invention to target metal chelates 
that are in a water solution containing both target metal chelates and non-target metal chelates. 
In view of the foregoing, Applicant respectfully requests rejoinder of inventions III and V. 

10 

It has been asserted that Claim 10 ("Invention 111") and Claims 16 and 1S-19 (""Invention Vr) are 
patentably distinct In that they have different modes of operation and Claim 10 requires a 
polyclonal antit>ody response in an immunized animal and serum, while Claims 16, 18-19 require 
an aqueous extract of a solid sample. It is known that the mode of operation of antibody agents is 

IS selective binding to a hapten, and it is further known that antibodies of a polyclonal nature may be 
obtained from animals immunized with the hapten or their sera. Applicant has discovered 
fluorescence polarization assay methods wherein the binding of polyclonal antibody anti-chelates 
of the present invehtlon that are selectively responsive, more responsive and most responsive to 
target metal chelates and non-responsive to non-target metal chelates is useful for the 

20 detenninatton of target metal Ions bi an aqueous solution [page 26, lines 17-25. pages 27-30. and 
page 31, lines 1-10; and Section Vli: page 31, lines 12-25, pages 32-34, and page 35, lines 1-16]. 
Applicant has furtiier shown that an aqueous solution of target metal chelates and non-target 
metsil chelates is obtained by exposing a solid sample to water solution (i.e.. by extracting the 
solid sample) and that the fluorescence polarization assay methods of the present Invention may 

25 be applied to the aqueous extracts thereby obtained [Example 5, page 46, lines 13-25, page 47, 
and page 48, lines 1-17]. In botii inventions III and VI, Applicant submits that the mode of 
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operation is the same and is selective binding of antibody anti-dielates of the pre&ent invention to 
target metal chelates that are present in an aqueous (water) solution containing both target metal 
chelates and non-target metal chelates. In view of the foregoing, Applicant respectfully requests 
rejoinder of inventions III and VI. 

5 

It has been asserted that Claim 10 ^invention II ^ and Claims 17-19 ("Invention VIH are 
patentably distinct in that they have different modes of operation in that Claim 10 requires a 
polyclonal antibody response in an immunized animal and serum, and Claims 17-19 require a 
water sample. It is known that the mode of operation of antibody agents is selective binding to a 

10 hapten, and it is further l^own that antibodies of a polyclonal nature may be obtained from 
animals immunized with the hapten or their sera. Applicant has discovered fluorescence 
polarization assay methods wherein the binding of polyclonal antibody anti-chelates of the 
present invention that are selectively responsive, more responsive and most responsive to target 
metal chelates and non-responsive to non-target metal chelates that are in a water solution is 

IS useful for the determination of target metal ion chelates in the water solution containing both 
target metal ion chelates and non-target metal ion chelates [page 26. lines 17-25, pages 27-30, 
and page 31, lines 1-10; and Section VII: page 31. lines 12-25, pages 32-34, and page 35. lines 
1-15], Applicant submits that the mode of operation of inventions III and VII is the same and is 
selective binding of antibody anti-chelates of the present invention to target metal chelates that 

20 are present in a water solution containing both target metal chelates and non-target metal 
chelates. In view of the foregoing, Applicant respectfully requests rejoinder of inventions III and 
Vll. 

It has been asserted that Claim 11 ("Invention IV) and Claims 12-15 ("Invention V*) are 
2S pat^itably distinct in that they have different modes of operation and Claim 11 requires a 
monoclonal antibody in a hybrkioma and Claims 12-15 require a metal ion solution. It is known 



PAGE 13/19 * RCVD AT 10/22/2004 8:42:08 AM [Eastern Dayttght Time] « 8VR:U8PT0-EFXRF-1/D * DNI8:872d308 * C8ID:919 678 9474 * DURATION (mnv«s):11^2 



Oct .22 2004 7:40nM BioLink Life Sciences 



919-678-9474 



Page 13 of 18 22 October, 2004 

that the mode of operation of antibody agents is selective binding to a hapten, and it is further 
known that fusions disa>vered by monitoring of the expression of polyclonal antibodies in an 
animal species or the stage and timing of expression of polyclonal antibodies In an animal 
species may be used to produce monoclonal antibodies to the hapten. Applicant has discovered 
5 fluorescence polarization assay methods wherein the binding of monoclonal antibody anti- 
chelates of the present invention that are selectively responsive, more responsive and most 
respor^sive to target metar chelates and hon-responslve to non-target metal chelates in an 
aqueous solution is useful for the determination of target metal ions In an aqueous solution [page 
26/lines 17-25, pages 27-^30, and page 31. \lrtes 1-10; and Section Vll: page 31, lir^s 12-25, 
10 pages 32-34, and page 35, lines 1-15]. Applicant respectfully submits that the mode of operation 
of inventions IV and V is the same and is selective binding of antibody antl-chelates of the 
present invention to target metal che!ate$ that are present in an aqueous (water) solution 
containing both target metal chelates and non-target metal chelates. In view of the foregoing, 
Applicant respectfully requests rejoinder of inventions IV and V. 

15 

It has been asserted that Claim 11 C'nvention WT) and Claims 16, 18-19 ("Invention Vl") are 
patentably di^inct in that they have different modes of operation in that Claim 11 requires a 
monoclonal antibody in a hybridoma supemataht. and Claims 16, 18-19 require an aqueous 
extract of a solid sample. It is known that the mode of operatic^ of antibody agents is selective 

20 binding to a hapten, and It is further known that fusions discovered by monitoring of the 
expression of polyclonal antibodies In an animal species or the stage and timing of expression of 
polyclonar antibodies in an animal species may be used to produce monoctonal antibodies to the 
hapten. Applicant has discovered fluorescence polarization assay methods wherein the binding of 
monocksnal antibody anti-chelates of the present Invention that are selectively responsive, more 

25 responsive and most responsive to target metal chelates and non-responsive to non-target metal 
chelates is useful for the determination of target metal ions in an aqueous solution [page 26, lines 
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17-25, pages 27-30, and page 31 , lines 1-10; and Section Vll: page 31 , lines 12-25, pages 32-34, 
and page 35, lines 1-15], Applicant has further shown that an aqueous solution of target metal 
chelates and non-target metal chelates is obtained by exposing a solid sample to water solution 
O.e., by aqueous extraction of the solid sample) and that the fluorescence polarizatjon assay 
5 methods of the present invention may be applied to the aqueous extracts thereby ot>tained 
[Example 5, page 46, lines 13-25, page 47, and page 46, lines 1-17]. Applicant respectfully 
submits that the mode of operation of inventions III and VI is the same and is selective binding of 
antibody anti-chelates of the present Invention to target metal chelates that are present in an 
aqueous (water) solution containing both target metal chelates and non-target metal chelates, in 
10 view of the foregoing, Applicant respectfully requests rejoinder of inventions IV and VI. 

It has been asserted that Claim 11 ("Invention WT) and Claims 17-19 ("Invention Vll") are 
patentably distinct In that they have different modes of operation and Claim 10 requires a 
monoclonal antibody in a hybridoma supematant while Claims 17-19 require a water sample. It is 

IS known that macromolecular biological binding antibody agents are useful as affinity reagents for 
binding to a hapten, and It is further known that fusions discovered : by monitoring of the 
expression of polyclonal antibodies in an animal species cmt the stage and timing of expression of 
polyclonal antibodies in an animal species may be used to produce monoclonal antflradies to the 
hapten. Applicant has discovered fluorescence polarization assay methods wherein the binding of 

20 monoctonai antibody antt^chelates of the present Invention that are selectively responsive, more 
responsive and most responsive to target metal chelates and riorwesponsive to non-target metal 
chelates in a water solution is useful for the determination of target metal k>ns in the water 
solution [page 26, lines 17-25, pages 27-30, and page 31, lines 1-10; and Section Vll: page 31, 
lines 12-25, pages 32-34, arKi page 35, lines 1-15]. Applicant respectfully submits that the mode 

25 of operation of inventions IV and Vll is the same and is selective binding of nrK)nocfonal antibody 
ariti-chelates of the present invention to target metal chelates that are present in water containing 
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both target metal chelates and non-targiat metal chelates. In vie>v of the foregoing. Applicant 
respectfully requests rejoinder of inventfons IV and VI 1. 

It has been asserted that Claims 12-15 (^'Invention VO and Claims 16, 18-19 ("Invention VH sire 
S patentably distinct in that they have different modes of operation in that Claims 12-15 require a 
metal ion solution, and Claims 16, 18-19 require an aqueous extract of a solid sample. In 
""Webster's New Collegiate Dictionary," a publication of the G. & C. Merriam Company, 
Springfield, MA, U.S.A., the term "aqueous" is defined as (a) of, relatir^g to, or resembling water, 
or (b) made from, with, or by water [photocopy appended as page 16]. Applicant submits that an 

10 aqueous extract of a solid sample is a solution of metal ions in water that is okstained by exposing 
a solid sample to water, as he has disclosed in Section VII: page 31, lines 12^25, pages 32-^, 
and page 35, lines 1-15. Applicant submits that the mode of operation of inventions V and VI Is 
the same and requires an aqueous (water) solution containing metal ions. In view of the 
foregoing, Applicant respectfully requests that inventions V and VI be rejoined. 

15 - 

It has been asserted that Claims 12-15 CInvention V^ and Claims 17-19 ("Invention VIO are 
patentably distinct in that they have different modes of operation in that Claims 12-15 require a 
composition of Claim 1 and Claims 17-19 require a composition of Claim 3. Applicant has 
discovered chelate-fluorophore tracer compositions comprising metal-chelated reagents having 

20 the gweral fomiula disclosed In Figure 1 and Claim 1. wherein m is 0 or 1. Applicant has further 
disclosed that when m is 1, he provides the chelate-fluorophore tracer compositions comprising 
metal-chelated reagents having the general formula that is disclosed in Claim 3. Thus, Applicants 
chelate-fluorophore tracer compositions of Claim 3 are afso embodied In Applicant's chelate- 
fluorophore tracer compositions of Claim 1, When m is 1. In view of the foregoing. Applicant 

25 respectfully requests that inventions V and VII be rejoined. 
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It has been asserted that Claim 16. 16-19 ("Invention Vl**) and Claims 17-19 CInvention Vll") are 
patentably distinct in that they have different modias of operation and Claims 16, 1&-19 require a 
aqueous extract of a solid sample, while Claims 17-19 require a water sample. In "Webster's New 
Collegiate Dictionary," a publication of the G. & C. Merriam Company, Springfield. MA. U.S.A., 

5 the term "aqueous" is defined as (a) of, relating to, or resembling water, or (b) made from, with, or 
by water [photocopy appended as page 18]. Applicant submits that an aqueous extract of a solid 
sample Is a water sample that Is obtained by the process of exposing a solid sample to water, as 
he has disclosed In Section Vil: page 31. lines 12-25, pages 32-34, and page 35, lines 1-15. 
Applicant submits that the mode of operation of Inventions VI and VII Is the same and requires an 

10 aqueous (water) solution containing metal ions. In view of the foregoing. Applicant respectfully 
requests that the inventions be rejoined. 

Applicant elects for examination Claims 12-15 (Invention V) and all inventions that may be 
properly rejoined thereto. Applicant nsspectfully draws attention to his discovery of materials and 

IS methods for measuring target metal ion chelate: anti-chelate binding by fluorescence polarization 
immunoassay. In the present application, he has disclosed imrriunoassay methods that use 
measures of the fluorescent signal from plane^olarized light that is obtained after target metal 
ion anti-chelatss are exposed to target metal ion chelated and non-target metal ion clielates in 
aqueous solution, wherein the tdrget metal ion antibody anti-chelates of his Invention selectively 

20 bind to target metal ion chelates and do not bind to norvtargat metal ion chelates. Further, he has 
disclosed immunoassay methods that use measures of the fluorescent sigr^l from plane- 
polarized light that are obtained after antilDodies are exposed to chelate-fluorophore tracer 
compositions of his Invention and has siiown that these methods are useful for identifying 
antibodies, either of a pdlydonal or a monoclonal nature, that are selectively responsive to target 

25 metal ion chelates and bind thereto and non-responsive (and non-binding) to non-target metal ion 
chelates. He has disclosed that antibodies exhibiting selective responsiveness to target metal Ion 
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